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forth conditions for use of the same
animals for testing different fractions.

(c) When the same safety test is re-
quired for more than one fraction, re-
quirements are fulfilled by satisfactory
results from one test of the completed
product.

(d) When an inactivated fraction(s) is
used as a diluent for a live virus frac-
tion(s), the inactivated fraction(s) may
be tested separately and the live virus
fraction(s) may be tested separately:
Provided, That, the viricidal test re-
quirements prescribed in § 113.100 are
complied with.

(e) Virus titrations for a multivirus
product shall be conducted by methods
which will quantitate each virus.

[34 FR 18004, Nov. 7, 1969, as amended at 40
FR 46093, Oct. 6, 1975; 56 FR 66785, Dec. 26,
1991]

§ 113.8 In vitro tests in lieu of animal
tests for immunogenicity.

(a) Master Seed which has been es-
tablished as pure, safe, and
immunogenic shall be used for prepar-
ing seed for production when specified
in the Standard Requirements or in a
filed Outline of Production. The Ad-
ministrator may exempt a product
from a required animal test for release
when an evaluation can with reason-
able certainty be made by:

(1) Subjecting the Master Seed to the
applicable requirements prescribed in
§ 113.300 or § 113.64;

(2) Testing the Master Seed for
immunogenicity in a manner accept-
able to Animal and Plant Health In-
spection Service;

(3) Establishing a satisfactory count
or titer based on a predetermined pro-
tective dose plus an adequate overage
allowance for adverse conditions and
test error; and

(4) Conducting counts or titrations
on each serial and subserial in an ac-
cepted test system.

(b) Each serial and subserial derived
from an approved Master Seed shall be
evaluated by a test procedure accept-
able to Animal and Plant Health In-
spection Service and either released to
the firm for marketing or withheld
from the market on the basis of the re-
sults of the test when compared with
the required minimum. The evaluation

of such products shall be made in ac-
cordance with this paragraph.

(1) If the initial test shows the count
or titer to equal or exceed the required
minimum, the serial or subserial is sat-
isfactory without additional testing.

(2) If the initial test shows the count
or titer to be lower than the required
minimum, the serial or subserial may
be retested, using double the number of
samples. The average counts or titers
obtained in the retests shall be deter-
mined. If the average is less than the
required minimum, the serial or sub-
serial is unsatisfactory without further
consideration.

(3) If the average is equal to or great-
er than the required minimum, the fol-
lowing shall apply to live virus vac-
cines:

(i) If the difference between the aver-
age titer obtained in the retests and
the titer obtained in the initial test is
100.7 or greater, the initial titer may be
considered a result of test system error
and the serial or subserial considered
satisfactory for virus titer.

(ii) If the difference between the av-
erage titer obtained in the retests and
the titer obtained in the initial test is
less than 100.7, a new average shall be
determined using the titers obtained in
all tests. If the new average is below
the required minimum, the serial or
subserial is unsatisfactory.

(4) If the average is equal to or great-
er than the required minimum, the fol-
lowing shall apply to bacterial vac-
cines:

(i) If the average count obtained in
the retests is at least three times the
count obtained in the initial test, the
initial count may be considered a re-
sult of test system error and the serial
or subserial considered satisfactory for
bacterial count.

(ii) If the average count obtained in
the retests is less than three times the
count obtained in the initial test, a
new average shall be determined using
the counts obtained in all tests. If the
new average count is below the re-
quired minimum, the serial or sub-
serial is unsatisfactory.

(5) Exceptions. When a product is eval-
uated in terms other than log10 virus
titer values or organism count, a range
shall be established to substitute for
use in paragraphs (b)(3) or (4) of this
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section and specified in the Outline of
Production.

(c) Final container samples of com-
pleted product derived from Master
Seed found immunogenic in accordance
with paragraph (a) of this section and
found satisfactory in accordance with
paragraph (b) of this section may also
be subjected to an animal potency test
by Animal and Plant Health Inspection
Service as provided in this paragraph.
Products shall be used according to
label directions including dose(s) and
route of administration.

(1) A one stage test using 20 vac-
cinates and 5 controls or a two stage
test using 10 vaccinates and 5 controls
for each stage shall be used. The cri-
teria used for judging the specific re-
sponse in the controls and vaccinates
shall be in accordance with the test
protocol used in the Master Seed
immunogenicity test.

(2) If at least 80 percent of the con-
trols do not show specific responses to
challenge, the test is inconclusive and
may be repeated. If a vaccinate shows
the specific responses to challenge ex-
pected in the controls, the vaccinate
shall be listed as a failure.

(3) The results of the testing shall be
evaluated according to the following
table:

CUMULATIVE TOTALS

Stage

Num-
ber of
ani-
mals

Failures for
satisfactory

serials

Failures for
unsatisfac-
tory serials

1 .............................. 10 1 or less ...... 3 or more.
2 (or 1) .................... 20 4 or less ...... 5 or more.

(4) When a serial has been found un-
satisfactory for potency by the test
provided in paragraphs (c)(1), (2), and
(3) of this section, the serial shall be
withheld from the market and the fol-
lowing actions taken:

(i) The Administrator shall require
that at least two additional serials pre-
pared with the same Master Seed be
subjected to similar animal potency
tests by Animal and Plant Health In-
spection Service or the licensee or
both.

(ii) If another serial is found unsatis-
factory for potency, the product shall
be removed from the market while a

reevaluation of the product is made
and the problem is resolved.

[49 FR 22625, May 31, 1984, as amended at 56
FR 66784, 66786, Dec. 26, 1991]

§ 113.9 New potency test.
A potency test written into the filed

Outline of Production for a product
shall be considered confidential infor-
mation by Animal and Plant Health In-
spection Service until at least two ad-
ditional product licenses are issued for
the product or unless use of the test is
authorized by the licensee, in which
case, such potency test may be pub-
lished as part of the Standard Require-
ment for the product.

(a) Until a potency test is published
as part of the Standard Requirement
for the product, reference to such a
test shall be made in the filed Outline
of Production and the test shall be con-
ducted.

(b) When a potency test has been pub-
lished as part of the Standard Require-
ment, such test shall be conducted un-
less the product is specifically exempt-
ed as provided in § 113.4.

[40 FR 14084, Mar. 28, 1975, as amended at 56
FR 66784, Dec. 26, 1991]

§ 113.10 Testing of bulk material for
export or for further manufacture.

When a product is prepared in a li-
censed establishment for export in
large multiple-dose containers as pro-
vided in § 112.8(d) or (e) of this sub-
chapter or for further manufacturing
purposes as provided in § 114.3(d) of this
subchapter, samples of the bulk mate-
rial shall be subjected to all required
tests prescribed in the filed Outline of
Production or Standard Requirements
for the product. Samples of con-
centrated liquid product shall be di-
luted to a volume equal to the contents
of the sample times the concentration
factor prior to initiating potency tests.

[49 FR 45846, Nov. 21, 1984]

STANDARD PROCEDURES

§ 113.25 Culture media for detection of
bacteria and fungi.

(a) Ingredients for which standards
are prescribed in the United States
Pharmacopeia, or elsewhere in this
part, shall conform to such standards.
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